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Applicant: Boldogh el al. 
Serial No-: JO/691,330 
Filed; October 22. 2003 

Title: USE OF COLOSTRININ, CONSTITUENT PEPTIDES THEREOF, AND ANALOGS THEREOF AS 
INHIBITORS OF APOPTOSIS AND OTHER CELLULAR DAMAGE 

Amendments to the Claims 

This listing of claims replaces all prior versions, and listings, of claims in the above- 
identified application: 

^istjna Qf qajm$ 

1 . (Currently Amended) A method for inhibiting apoptosis in a cell, the method comprising 
contacting the ce]J with an effective amount of an apoptosis inhibitor selected from the 

group consisting of colostrinin, a constituent peptide of colostrinin , an active analog 
of a consti t uent p e ptide of colostrinin, and combinations thereof; 

wherein the constituent peptide of colostrinin is selected from the group consisting of 
MQPPPLP (SEQ ID NO:l) LQTPQPLLQVMMEPQGD (SEQ ID NO:2), 
DQPPDVEKPDLQPFQVQS (SEQ ID NO:3), UTTLPVCVL P LFFFLPVVNVLP (SEQ ID 
NO:4), DLEMPVLPVEPFPFV (SEQ ID NO:5), MPQNFYKLPQM (SEQ ID NO:6), 
VLEMKFPPPPQETVT (SEQ ID NO:7), and LKITPCKVEVfPlT LKPFPKLKVEVFPFP 
(SEQ ID NO: 8); 

wherein t he active analog of a constituent peptide of col o st r inin comprises a peptide 
having an amino acid sequence with at least about 15 p e r cent proline and hav i ng at least ab o u t 
70 pe r cent sequence identity to a constituent peptide of c o losU ' iniii selected fiom the g r oup 
consisting of MQPPPLP (SEQ ID NO ' I) LQTTQPLLQVMMEPQGD (SEQ ID NO:2), 
DQrPDVEKPDLQPrQVQS (SCQ ID t JO:3), LITFLPVGVLP (SEQ ID NO:4) 7 
DLEMFVLPVEPrrrv (SEQ ID NO:5), MPQNTYKLPQM (SEQ ID NO:G), 
VIXMlCrPPPrQETVT (SEQ ID NO:7), and LKPrPCKVEVEPrp (SEQ JLD NO:0); a n d further 
wherein the act i v e analog inhibi t s apoptosis in a cell; 

and wherein the apoptosis inhibitor inhibits apoptosis in the cell. 

2. (Original) The method of claim 1 wherein the cell is present in a cell culture, a tissue, an 
organ, or an organism. 
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Applicant: Doldogh el aJ. 
Serial No.: 10/691,330 
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Title: USE OF COLOSTRININ. CONSTITUENT PEPTIDES THEREOF, AND ANALOGS THKREOF AS 
1NHIBJTORS Of APOPTOSIS AND OTHER CELLULAR DAMAGE 

3. (Original) The method of claim 1 wherein the cell is a mammalian cell. 

4. (Original) The method of claim 3 wherein the cell is a human ceJl. 

5. (Previously Presented) The method of claim 1 wherein the inhibitor is colostrinin, 

6. (Previously Presented) The method of claim 1 wherein the inhibitor is a constituent 
peptide of colostrinin selected from the group consisting of MQPPPLP (SEQ ID NO: I), 
LQTPQPLLQVMMEPQGD (SEQ ID NO:2). DQPPDVEKPDLQPFQVQS (SEQ ID NO:3), 
JLFFJFLPWNVLP (SEQ ID NO:4), DLEMPVLPVEPFPFV (SEQ ID NO:5) 7 MPQNJFYKLPQM 
(SEQ ID NO:6) s VLEM KFPPPPQETVT (SEQ ID NO:7), LKPFPKLKVEVFPFP (SEQ ID 
NO:8), and combinations thereof. 

7. (Currently Amended) A method for inhibiting apoptosis in a cell, the method comprising 
contacting the cell with an effective amount of an apoptosis inhibitor selected from the group 
consisting of colostrinin, a constituent peptide of colostrinin, an active analog of a constituent 
peptide of colosLri n in, and combinations thereof; 

wherein the constituent peptide of colostrinin is selected from the group consisting of 
MQPPPLP (SEQ ID NO: 1) LQTPQPLLQVMMEPQGD (SEQ ID NO:2), 
DQPPDVEKPDLQPFQVQS (SEQ ID NO:3), LfrTLPVGVfcP LFFFLPWNVLP (SEQ TD 
NO:4), DLEMPVLPVEPFPFV (SEQ ID NO:5), MPQNFYKLPQM (SEQ ID NO:6), 
VLEM KFPPPPQETVT (SEQ ID NO:7) T and LKrrrCKVEVITrP LKPFPKLKVEVFPFP 
(SEQ ID NO: 8); 

wherein the ac t ive analog of a constituent peptide uf colos t rinin comprises a peptide 
having an ammo acid - sequence with at least about 15 pe r cen t proline and havi n g at least about 70 
percCTt - stnjctttnri similarity to a constitue n t peptide of colostrinin selected from the g r oup 
consisting uf MQPPPLP (SEQ ID NO:l) LQTPQPLLQVMMEPQGD (SEQ ID NO:2) T 
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DQFPDVClCrDLQrrQVQS (SCQ ID NO. 3), IJTTLPVG VLP f SCQ ID NO.4), 
DLEMPVLPVEPFPrV (SCQ ID NO:5), MPQNFYKLPQM (SCQ ID NO.O), 
VLCMKFPPPPQCTVT (SCQ ID NO: 7), and UOWCKVCVrPIT (SCQ ID NO.0), and fmtha 
whe r ei n the ac t ive analog docs i rot intc r fc r c with cellular u p take o f rcdox^cn&itivc 2\7'-dihydro- 
d ichloroflu o nisceii^d ia cctatc; 

and wherein the apoptosis inhibitor inhibits apoptosis in the cell. 

8. (Original) The method of claim 7 wherein the apoptosis is due to DNA damage. 

9. (Original) The method of claim 7 wherein the cell is present jn a cell culture, a tissue, an 
organ, or an organism. 

10. (Original) The method of claim 7 wherein the cell is a mammalian cell. 

1 1 . (Original) The method of claim 10 wherein the cejl is a human cell. 

12. (Currently Amended) A method for protecting against DNA damage in a cell, the method 
comprising contacting the cell with an effective amount of a compound selected from the group 
consisting of colostrinin, a constituent peptide of coloslrinin, an active analog of a cons t ituent 
peptide of eoloAtrinin, and combinations thereof; 

wherein the constituent peptide of coloslrinin is selected from the group consisting of 
MQPPPLP (SEQ ID NO: 1 ) LQTPQPLLQVMMEPQGD (SEQ ID NO:2), 
DQPPDVEKPDLQPFQVQS (SEQ ID NO:3), fcTFFLPVGVLP LFFFLPVVNVLP (SEP ID 
NO:4), DLEMPVLPVEPFPFV (SEQ ID NO:5), MPQNFYKLPQM (SEQ ID NO:6), 
VLEMKFPPPPQETVT (SEQ ID NO:7), and LKPrPCKVCVTPrP LKPFPKLKVEVFPFP (SEQ 
ID NO: 8); 
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wherein the active analog of a co n stitue n t peptide of c o i o strinin comprises a peptide 
having an amino acid sequence with at least about 15 percent proline and havi n g ai least about 70 
p ercent sequence identity to a constituent peptid e- of col o strinin selected from the gr o up 
consisting uf MQPPPLT (SEQ ID NO:l) LQTPQPLLQVMMEPQGD (GCQ ID NO:2), 
DQPPD V CKTDLQPrQ VQS (GCQ ID NO:3), LTTTLPVGVLT (SEQ ID NO:4), 
DLEMPVLPVEPFPrV (SEQ ID NO:S), MPQNTYKLPQM (SEQ ID NO.6), 
VLEMIOTPPPQETVT (SEQ ID NO:7), and LICPrPCKVEVrPrP (SEQ ID NO.0), aiiJ fuitliu 
wher e iirthc active anal o g docs not interfere with cellula r uptake o f rcdox°sensitive 2 l ,7 1 -dihydru- 
diehlorofluorcAceii^diacctate; 

and wherein the compound protects the cell against DNA damage. 

13. (Original) The method of claim 12 wherein the cell is present in a cell culture, a tissue, an 
organ, or an organism. 

14. (Original) The method of claim 12 wherein the cell is a mammalian cell. 

15. (Original) The method of claim 14 wherein the cell is a human cell. 
16-24. (Canceled) 



PAGE 6/14 1 RCVD AT 11/29/2005 12:11:01 PIKI [Eastern Standard Time] * SVR:USPTO«EFXRF-6/25 * DNiS:2738300 1 CSID:6123051228 1 DURATION (mm-ss):M«06 



